The PDF file includes:
Fig. S1. DOX does not cause pathology in parental myoblasts. Fig. S2 . Inhibition of caspase-3/7 or ROS does not prevent C1QBP mislocalization. Fig. S3 . Compounds can provide resistance to DUX4-induced toxicity. Fig. S4 . DOX does not cause nuclear pathologies in parental myoblasts. Fig. S5 . FUS aggregates localize to sites of dsDNA breaks and are inhibited by 4MU. Fig. S6 . DNA damage does not cause accumulation of dsRNA after 24 hours and depends on 4MU. Fig. S7 . βME does not prevent DUX4-induced appearance of dsRNA foci. Table S1 . Cells used in this study. Table S2 . Primers used in this study. Legend for data S1
Other Supplementary Material for this manuscript includes the following:
(available at advances.sciencemag.org/cgi/content/full/5/12/eaaw7099/DC1) Data S1 (Microsoft Excel format). Identification of DUX4 copurifying proteins by mass spectrometry. Fig. S1 . DOX does not cause pathology in parental myoblasts. A. MB135 immortalized myoblasts were grown and stained for HA as in Fig. 1A . B. MB135 immortalized myoblasts were left untreated or exposed to DOX for 24 hours and HAS3 expression was quantified using RT-PCR. Significance was determined using t-test. n=3. C. Parental MB135 immortalized myoblasts were either left un-induced or induced with DOX alone or DOX plus either 1 mM 4MU or 1% DMSO vehicle for 24 hours and then co-stained with C1QBP and DUX4 antibodies and Hoechst dye. D. MB135 immortalized myoblasts were grown as in A. and were stained with MitoSpy reagent and Hoechst dye. All experiments were performed 3-4 times each. Scale Bar: 35 μm. Inset: 75 μm. Significance was determined using Welch's t-tests. n=3. For A, a total of 928 un-induced, 1115 un-induced, ME-treated, 1246 induced, and 1210 induced, ME-treated, cells were counted among three independent experiments. A total of 578 and 549 dsRNA foci were counted in induced and induced, ME-treated cells, respectively. For B, a total of 684 un-induced, 732 uninduced, ME-treated, 780 induced, and 1051 induced, ME-treated, cells were counted among three independent experiments. A total of 3, 497, and 234 dsRNA foci were counted in uninduced, induced, and induced, ME-treated cells, respectively. Scale Bar: 35 μm. Inset: 75 μm. :   Table S1 . Cells used in this study.
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Cell Data S1. Identification of DUX4 copurifying proteins by mass spectrometry. Immortalized FSHD subject-derived (15ABicCT), non-manifesting subject-derived (15BBicCT), or control subject-derived (15VBicCT) myoblast cell lines were transfected with a DUX4-expressing plasmid, pCI-Neo-DUX4 (9) or a control plasmid (pcDNA3.1) and co-immunoprecipitation experiments were performed the following day, and co-purifying proteins were identified by mass spectrometry.
